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CODE OF FEDERAL REGULATIONS

TITLE 45
PUBLIC WELFARE

DEPARTMENT OF HEALTH AND HUMAN-SERVICES
NATIONAL INSTITUTES OF HEALTH
OFFICE FOR PROTECTION FROM RESEARCH RISKS

PART 46—PROTECTION OF HUMAN SUBJECTS
REVISED AS OF MARCH 8, 1983
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PART 46—PROTECTION OF
HUMAN
SUBJECTS

Subpart A—Basic HHS Policy for
Protection of Human Research
Subjects

Sec.

46.101
46.102
46.103
46.104
46.105
46.106
46.107
46.108

To what do these regulations apply?

Definitions.

Assurances.

Section reserved.

Section reserved.

Section reserved.

IRB membership.

IRB functions and operations.

46.109 IRB review of research.

46.110 Expedited review procedures for
certain kinds of research involving no
more than minimal risk, and for minor
changes in approved research.

46.111 Criteria for IRB approval of
research.

46.112 Review by institution.

46.113 Suspension or termination of IRB
approval of research.

46.114 Cooperative research.

46.115 IRB records.

46.116 General requirements for informed
consent.

46.117 Documentation of informed
consent.

46.118 Applications and proposals lacking
definite plans for involvement of human
subjects.

46.119 Research undertaken without the
intention of involving human subjects.

46.120 Evaluation and disposition of
applications and proposals.

46.121 Investigational new drug or device
30-day delay requirement.

46.122 Use of federal funds.

46.123 Early termination of research
funding; evaluation of subsequent
applications and proposals.

46.124 Conditions.

Subpart B—Additional Protections
Pertaining to Research,
Development, and Related
Activities Involving Fetuses,
Pregnant Women, and Human
In Vitro Fertilization

Sec.

46.201
46.202
46.203

Applicability.

Purpose.

Definitions.

46.204 Ethical Advisory Boards.

46.205 Additional duties of the Institutional
Review Boards in connection with

activities involving fetuses, pregnant
women, or human in vitro fertilization.

46.206 General limitations.

46.207 Activities directed toward pregnant
women as subjects.

46.208 Activities directed toward fetuses in
utero as subjects. .

46.209 Activities directed toward fetuses ex
utero, including nonviable fetuses, as
subjects.

46.210 Activities involving the dead fetus,
fetal material, or the placenta.

46.211 Modification or waiver of specific
requirements.

Subpart C—Additional Protections
Pertaining to Biomedical and
Behavioral Research Involving
Prisoners as Subjects

Sec.

46.301
46.302

Applicability.
Purpose.
46.303 Definitions.

46.304 Composition of Institutional Review
-Boards where prisoners are involved.
46.305 Additional duties of-the Institutional
Review Boards where prisoners are

involved.
46.306 Permitted activities involving
prisoners.

Subpart D—Additional Protections
for Children Involved as Subjects in
Research

Sec.
46.401

To what do these regulations apply?
46.402

Definitions.

46.403 IRB duties.

46.404 Research not involving greater than
minimal risk.

46.405 Research involving greater than
minimal risk but presenting the prospect
of direct benefit to the individual subjects.

46.406 Research involving greater than
minimal risk and no prospect of direct
benefit to individual subjects, but likely to
yield generalizable knowledge about the
subject’s disorder or condition.

46.407 Research not otherwise approvable
which presents an opportunity to
understand, prevent, or alleviate a serious
problem affecting the health or welfare of
children.

46.408 Requirements for permission by
parents or guardians and for assent by
children.

46409 Wards. N

Authorlty: 5 U.S.C} 301; sec. 474(a). 88
Stat. 352 (42 U.S.C. 289/-3(a)).
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Subpart A —Basic HHS Policy for
Protection of Human Research
Subjects

Source: 46 FR 8386, January 26, 1981, 48 FR
9269, March 4, 1983,

§ 46.101 To what do these

regulations apply?

(a) Except as provided in
paragraph (b) of this section, this
subpart applies to all research
involving human subjects conducted
by the Department of Health and
Human Services or funded in whole
or in part by a Department grant,
contract, cooperative agreement or
fellowship. '

(1) This includes research
conducted by Department empioyees,
except each Principal Operating
Component head may adopt such
nonsubstantive, procedural
modifications as may be appropriate
from an administrative standpoint.

(2) It also includes research
conducted or funded by the
Department of Health and Human
Services outside the United States,
but in appropriate circumstances, the
Secretary may, under paragraph (e) of
this section waive the applicability of
some or all of the requirements of
these regulations for research of this
type.

(b) Research activities in which the
only involvement of human subjects
will be in one or more of the
following categories are exempt from
these regulations unless the research
is covered by other subparts of this
part:

(1) Research conducted in
established or commonly accepted -

- educational settings, involving

normal educational practices, such as
(i) research on regular and special
education instructional strategies, or
(ii) research on the effectiveness of or
the comparison among instructional
techniques, curricula, or classroom
management methods.

(2) Research involving the use of
educational tests (cognitive,
diagnostic, aptitude, achievement), if
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information taken from these sources
is recorded in such a manner that
subjects cannot be identified, directly
or through identifiers linked to the
subjects.

(3) Research involving survey or -
interview procedures, except where
all of the following conditions exist:
(i) responses are recorded in such a
manner that the human subjects can
be identified, directly or through
identifiers linked to the subjects, (ii)
the subject’s responses, if they

~ became known outside the research,
could reasonably place the subject at
risk of criminal or civil liability or be
.damaging to the subject’s financial
standing or employability, and (iii)
the research deals with sensitive
aspects of the subject’s own behavior,
such as illegal conduct, drug use,
sexual behavior, or use of alcohol.
All research involving survey or
interview procedures is exempt,
without exception, when the

- respondents are elected or appointed

public officials or candidates for

public office.

(4) Research involving the
observation (including observation by
participants) of public behavior,
except where all of the following
conditions exist: (i) observations are
recorded in such a manner that the
human subjects can be identified,
directly or through identifiers linked
to the subjects, (ii) the observations
recorded about the individual, if they
became known outside the research,
could reasonably place the subject at
risk of criminal or civil liability or be
damaging to the subject’s financial
standing or employability, and (iii)
the research deals with sensitive
aspects of the subject’s own behavior
such as illegal conduct, drug use,
sexual behavior, or use of alcohol.

(5) Research involving the
collection or study of existing data,
documents, records, pathological
specimens, or diagnostic Specimens,
if these sources are publicly available
or if the information is recorded by
the investigator in such a manner that

v

subjects cannot be identified, directly
or through identifiers linked to the
subjects.

(6) Unless specifically required by
statute (and except to the extent
specified in paragraph (i), research
and demonstration projects which
are conducted by or subject to the
approval of the Department of
Health and Human Services, and
which are designed to study,

‘evaluate, or otherwise examine: (i)

programs under the Social Security
Act, or other public benefit or
service programs; (ii) procedures for
obtaining benefits or services under
those programs; (iii) possible changes
in or alternatives to those programs
or procedures; or (iv) possible
changes in methods or levels of
payment for benefits or services
under those programs.

(c) The Secretary has fina)
authority to determine whether a
particular activity is covered by these
regulations.

(d) The Secretary may require that
specific research activities or classes
of research activities conducted or
funded by the Department, but not
otherwise covered by these
regulations, comply with some or all
of these regulations.

(¢) The Secretary may also waive
applicability of these.regulations to
specific research activities or classes
of research activities, otherwise
covered by these regulations. Notices
of these actions will be published in
the Federal Register as they occur.

(f) No individual may receive
Department funding for research
covered by these regulations unless
the individual is affiliated with or
sponsored by an institution which
assumes responsibility for the

research under an assurance satisf’ ing
the requirements of this part, or the

individual makes other arrangements
with the Department.

(g) Compliance with these
regulations will in no way render
inapplicable pertinent federal, state,
or local laws or regulations.

(h) Each subpart of these
regulations contains a separate
section describing to what the subpart
applies. Research which is covered
by more than one subpart shall
comply with all applicable subparts.

() If, following review of
proposed research activities that are
exempt from these regulations under
paragraph (b)(6), the Secretary
determines that a research or
demonstration project presents a
danger to the physical, mental, or
emotional well-being of a participant
or subject of the research or
demonstration project, then federal
funds may not be expended for such
& project without the written,
informed consent of each participant
or subject.

§ 46.102 Definitions.

(a) *‘Secretary’’ means the
Secretary of Health and Human
Services and any other officer or
employee of the Department of
Health and Human Services to whom
authority has been delegated.

(b) *‘Department’’ or ‘‘HHS"’
means the Department of Health and
Human Services.

(c) *‘Institution’’ means any public
or private entity or agency (including
federal, state, and other agencies).

(d) ‘‘Legally authorized
representative '’ means an individual
or judicial or other body authorized
under applicable law to consent on
behalf of a prospective subject to the
subject’s participation in the
procedure(s) involved in the research.

(e) ‘‘Research’’ means a
systematic investigation designed to
develop or contribute to generalizable
knowledge. Activities which meet
this definition constitute *‘research’’
for purposes of these regulations,
whether or not they are supported or
funded under a program which is

. considered research for other

purposes. For example, some
‘‘demonstration’’ and “‘service'’
programs may include research
activities.
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